Introduction
Widespread clinical use of H 2 -antagonists for treatment of peptic ulcer disease has been associated with reports of erectile failure [1] . Injections of histamine intracavernously in humans cause erection in all patients [2, 3] . This plus histamine-containing mastocytes being identifi ed in erectile tissue, indicate that histamine may play a role in penile erection [4] . However, mechanisms involved (whether on smooth muscle cells, endothelial control, neural activity or an action on receptors) are not fully established. Corpora cavernosa from New Zealand White rabbits showed only contraction following activation of H 1 -receptors [5] while in human corpora cavernosa variable responses have been demonstrated in vitro [2, 3] . Histamine-induced relaxation of human isolated corpora cavernosa has been reported to be only in part due to H 2 -receptor activation [3] . As mouse cavernosal tissue exhibits very similar characteristics to human tissue, it has been proposed as a suitable model for human tissue [6] . Therefore this study aimed to investigate the effect of histamine on activity of mouse corpora cavernosa.
Materials and methods
Corpora cavernosa were isolated from male Swiss mice (Janvier, France) and mounted for isometric tension recording in an organ bath. Preparations were equilibrated for 60 min. in a Krebs-Ringer bicarbonate solution bubbled with 95 % O 2 -5 %CO 2 at 37 °C at a preload of 0.45 g.
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Infl amm. res. Supplement 1 (2008) To access this journal online: http://www.birkhauser.ch/IR Thereafter concentration-response curves to different agonists were made on relaxed or precontracted (norepinephrine 5 µM) preparations in presence or absence of antagonists. Data are provided ± SEM and were evaluated statistically with Student's t-test for paired observations.
Results and discussion
At basal resting tension, addition of histamine up to 1 mM had no infl uence on tone (n = 7) and also in presence of cimetidine (0.1 mM) no contractile effect was observed (n = 3). On precontracted (norepinephrine 5 µM) preparations histamine elicited a strong relaxing effect (pEC 50 = 4.78 + 0.13; E max = 86.35 + 3.25 %; n = 19). Concentration-relaxation curve of histamine is shifted right (without a reduction in E max ) in presence of H 2 -receptor antagonist cimetidine (0.1 mM), but not in presence of H 1 -receptor antagonist pyrilamine (10 µM) (Fig. 1A) . In preparations pretreated with cimetidine, additional presence of pyrilamine and H 3 -receptor antagonist thioperamide (10 µM) did not potentiate inhibition of histamines relaxing effect (Fig. 1B) . Addition of the H 2 -agonist dimaprit (0.1 mM), but not the H 1 -agonist 2-pyridylethylamine (0.1 mM) or the H 3 -agonist α-methylhistamine (10 µM), elicited a substantial relaxation of precontracted preparations (Fig. 2A) . This suggested that the strong relaxing effect of histamine was in part mediated by activation of H 2 -receptors. However, a substantial part of the relaxing effect was refractory to combined H 1 -, H 2 -and H 3 -receptor blockade, leaving a possible role for H 4 -receptors in histamine-induced relaxation of mice corpora cavernosa. Presence of nitric oxide (NO)-synthase inhibitor nitro-L-arginine (0.1 mM) had only a very limited inhibitory infl uence on histamine-induced relaxation, indicating that endothelial NO was not substantially involved in this effect (data not shown) which is in line with lack of involvement of H 1 -receptors [7] . Electrical fi eld stimulation (train duration = 20 s; frequency = 1, 2, 4 and 8 Hz; pulse duration = 5 ms; 80 V) elicited frequency-dependent relaxation (Fig. 2B) . This nerve-induced relaxation was not infl uenced by histamine (10 µM) or cimetidine (0.1 mM) which would suggest that histamine has no infl uence on neuronal NO release and does not interact with NO-induced relaxation in smooth muscle cells.
Therefore, histamine elicited no contraction but a strong relaxation of mouse corpus cavernosum which was, at least in part, mediated by activation of smooth muscle H 2 -receptors. No evidence was found for involvement of H 1 -, H 3 -receptors or endothelial NO in histamine-induced relaxation or for involvement of histamine and H 2 -receptors on neural activity in corpus cavernosum in vitro. 
